WHAT IS CLAIMED IS: 

1 . A method for assaying a candidate compound^for its ability to interact with a modified 
receptor tyrosine kinase (RTK) polypeptide comprising: 

a) expressing an isolated DNA sequence or variants thereof encoding the modified RTK 
gene construct wherein said RTK gene contains a synthetic catalytic linker wherein said 
linker comprises at least one amino acidffrom the kinase insert domain (KID) of the VEGFR- 
2 gene catalytic region, in a host capabp of producing a form of the polypeptide which form 
may be assayed for interaction of said polypeptide with said candidate substance; 

b) exposing said modified polypeptide to said candidate substance; and 

c) evaluating the interactiop^said/polyoepxide with said candidate substance. 

2. The method of claim 1/wherein sa/d eyaluaticri step further comprises: 

(a) crystallizing sai^ modified pojyp^ptide in ^condition suitablejfor Xrray crystallography; 
and 

(b) conducting saifcl x-ray crysta1l)6graphy on said^oIypefSlide. 



3. A method for assay in^^capjEtfdate compound for its ability to interact with a modified VEGFR- 
2 receptor polypeptide comprising: 



a) expressing an isolated D^A sequence or variants thereof encoding the modified VEGFR- 
2 gene construct wherein said VEGFR-2 gene contains a synthetic catalytic linker wherein 
said linker comprises at leait one amino acid from the kinase insert domain (KID) of the 
VEGFR-2 gene catalytic r^^gion, in a host capable of producing a form of the polypeptide 
which form may be assayed for interaction of said polypeptide with said candidate 
substance; 



b) exposing said modified polypeptide to said candidate substance; and 



c) evaluating the interac 



The method of claim 



ion of said modified polypeptide with said candidate substance. 



2, wherein said evaluation step further comprises: 
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(a) crystallizing said modified polypeptide in a condition suitabb for x-ray crystallography; 
and J 

(b) conducting said x-ray crystallography on said polypeptide. 



An isolated DNA sequence or variants thereof encoding a modified RTK gene construct 
wherein said RTK gene contains a synthetic catalytic linker wherein sad linker comprises 
at least one amino acid fronji the kinase insert domain of the RTK gene catalytic region. 



An isolated DNA sequence 



or variants thereof encoding a modified VEGFR-2 gene 



construct wherein said VE^FR^2"gene contains a synthetic catalytic linker wherein said 
linker comprises at lej 
gene catalytic region. 



linker comprises at^e^or e amino acid from the kinase insert domain of the VEGFR-2 





uence of claim 6 comprising a DNA sequence or variants 



The isolated oligonucleotide 
thereof in SEq/ ID NO. 5. 



The isolated ol gonuclecniqe sequeheeof claim 6 comprising a DNA sequence or variants 
thereof in SEq\|D Nc/ 6. 



A method of assessing cor)npounds 
the a modified RTK gene 
synthetic catalytic linker wljierein 
kinase insert domain of the 



which are agonists or antagonists of the activity of 
fiolypeptide wherein said modified RTK gene contains a 

said linker contains at least one amino acid from the 
RTK polypeptide catalytic region comprising: 



a) crystallizing said modifie j RTK polypeptide; 



b) obtaining crystallography^ coordinates for said crystallized modified RTK polypeptide; 



c) applying said crystallography 
computer algorithm such th£ 
polypeptide suitable for use 
antagonists to said polypept tie 



coordinates for said modified RTK polypeptide to a 
said algorithm will generate a model of said RTK 
n designing molecules that will act as agonists or 
; and 



d) applying and iterative process whereby various molecular structures are applied to 
said computer generated model to identify potential agonists or antagonists to said 
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polypeptide. 



1 0. A method of assessing compounds which are agonists or antagonists of the activity of 
the a mcjdified \/EGFR-2 gene polypeptide wherein said modified VEGFR-2 gene 
contains^^ synthetic catalytic linker wherein said linker comprises st least one amino acid 
from the kinase insert domain of the \/EGFR-2 polypeptide catalytic region comprising: 

a) crystallizing said modified VEGFR-2 polypeptide; 



b) obtaining crystallography coordinates for said crystallized modified VEGFR-2 
polypeptide; 
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c) applying said crystallography coordinates for said modified VEGFR-2 polypeptide to a 
computer algorithr)^ such that said algorithm will generate a model of said VEGFR-2 
polypeptide suitabl^^fopusesn designing molecules that will act as agonists or 
antagonists to said/polypeAide; and 

d) applying ana iterative^roc^^^ whereby various molecular structures are applied to 
said computer generat^ mod^el to identify potential agonists or antagonists to said 
polypeptide. 

1 1 . The method of claim 1 0, whWein said modified VEGFR-2 polypeptide comprises the 
VEGFR2A50 polypeptide of Seq. ID No. 5. 

12. An isolated DNA sequence comprising a DNA sequence or variants thereof encoding the 
VEGFR-2 gene construct havingVhe x-ray coordinates of Figure 5. 

13. A method for preparing proteins or polypeptides of the receptor tyrosine kinase family 
such that they are suitable for measurement by x-ray crystallography comprising: 

a) identification of the Kinase Insert Domain within the catalytic domain of said proteins; 

b) deletion of a specific number of amino acid residues from said Kinase Insert Domain 
such that the modified polypeptide now haa a stable conformation such that it may form a 
crystalline state suitable for being measuredNby x-ray crystallography; and 
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c) crystallizing said modiued polypeptide. 

A process of drug desigijl/for compounds which interact with RTK polypeptides 
comprising: 

a) deletion of a portion jbf the KID of the target RTK polypeptide; 

b) crystallizing said target RTK polypeptide; 

c) resolving the x-ray/crystallography of said target RTK polypeptide; 

d) applying the^ta Jgenerated from resolving the x-ray crystallography of said target 
RTK polypej2ttide to a\omputer algorithm which will generate a model of said target RTK 
polypeptide suitable for use in designing molecules that will act as agonists or 
antagonisTs to saiajpolypeptide; and 



e) applying an iterative process whereby various molecular structures are applied to said 
computer generated model to identify potential agonists or antagonists to said target RTK 
polypeptide. 

A process of drug design for compounds which interact with modified VEGFR-2 
polypeptides com arising: 

a) deletion of a pc rtion of the KID of the modified VEGFR-2 polypeptide; 



b) crystallizing sa d modified VEGFR-2 polypeptide; 



c) resolving the x 



ray crystallography of said modified VEGFR-2 polypeptide; 



d) applying the d$ita 
VEGFR-2 polype tide 
modified VEGFR 
agonists or antagonists 



e) applying an 
computer genera 



generated from resolving the x-ray crystallography of said modified 

to a computer algorithm which will generate a model of said 
polypeptide suitable for use in designing molecules that will act as 
to said polypeptide; and 



iterative process whereby various molecular structures are applied to said 
:ed model to identify potential agonists or antagonists to said modified 
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\J 



VEGFR-2 polypeptide. 




VEGFR2A50 pol^eptide of Seq. ID No. 5. 



The method /Sf^ld^qiJ^ wherein said modified VEGFR-2 polypeptide comprises the 
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